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(57) A pharmaceutical composition for oral administration containing, as active ingredients, 

(i) an opioid analgesic or a pharmaceutical^ acceptable salt thereof ; and 

(ii) a stimulant laxative. 
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ample morphine. pnarmaceutical compos.t.ons comprising an opioid analgesic for ex 

with a laxative in the same unit dosage form It is aS, ZwnT? f adm,nister °P ioid analgesics together 
dominal discomforts such ascolicorcrampTis iJ^SSS hat ' axatn ' e8 su <* - bisacodyl can cause ab- 
tablets be enteric coated (see MartindaKJ^ pT^ 

tion Sj^Sr therS iS - Vided * P^rmaceutica. composition for oral adminfetra- 
(taTmuSit 0 "^ 

casanthranC.ca, 

Typical opioid analgesics for use in ■ioonSSSTSl!^^ Purred, 
hydrocodeme, and diamorphine. A particularly suSb^ha™^ * . morphine, hydromorphone, di- 
Phlne su.phate but. ^rse.ot^r^^^^^J^^ «•*■«• salt of morphine is morl 
acetate or tartrate. K unca " y acce P t able salts may be used such as the hydrochloride 

H» dose of m oo>hin„ (catalaBd „ s ™' a ™ , °" "™ en "° n 13 h dosa 9° ">""^. 

For oral administration, pharmaceutical comZZ If PtSd f ° r ° ral ^ministration, 
of tablets, capsules, granules, sphero^^ 

s,er a !r d do8a9 ! unttform ' eg - in »^5STcr i-^—- the CO m- 

-i^ 

ypropylmethy. cellulose); filters (for example ^cSTm^XeZ^ ^ *"* °' hydro *- 

cants (such as magnesium stearate, talc or silica) dislntS^S Z 36 ° r Calcium P h <*Phate). lubrf- 
The tabtets may be coated according to J^SS^^^ 0 ^ — tourings. 

Suitable materials for inclusion in a£nt^i.«H ' contro,Ied re 'ease form. 
(^Hydrophilicorhyd^to^ 

materials, nylon, acrylic resins. po^acTc ado SSSSuSSTJ!^ Ct>m ° S6 ^ Pr ° tein derived 
acetate phthalate. Of these polymers c^tes^S? londe ; i starches ' Polyvinylpyrrolidones, cellulose 
kylcelluloses (such as ethylSl^ ^ers such 

especially hydroxyethyl cellulose) and acryli resSo^l? ( f. U ° h 38 hvdrox yP">Py'-cellulose and 
copolymers) are preferred. The controlted retease Ztl ^lL™**"*** 5 SUCh as ^ethacrylic acid 
by weight) of the hydrophilic or hydrophobic polyTr * C ° nVen,entlv ««* between 1% and 80% 

-* stear,, cet, or preferably cetostear, 



oonirv ^pd 
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monostearate mineral oils and waxes (such as beeswax, glycowax, castor wax or carnauba wax). Hydro- 
carbons having a melting point of between 25°C and 90°C are preferred. Of these long chain hydrocarbon 
materials, fatty (aliphatic) alcohols are preferred. The matrix may contain up to 60% (by weight) of at least 
one digestible, long chain hydrocarbon. 
5 (c) Polyalkylene glycols. The matrix may contain up to 60% (by weight) of at least one polyalkylene glycol. 

A suitable matrix comprises one or more C^-C^, preferably C^-C^. aliphatic alcohols and/or one or more 
hydrogenated vegetable oils. 

A particularly suitable matrix comprises one or more alkylcelluloses, one or more C n2 - 3 6' (preferably C u - 
C22) aliphatic alcohols and optionally one or more polyalkylene glycols. 
10 Preferably the matrix contains between 0.5% and 60%, especially between 1 % and 50% (by weight) of 

the cellulose ether. 

The acrylic resin is preferably a methacylate such as methacrylic acid copolymer USNF Type A (Eudragit 
L, Trade Mark), Type B (Eudragit S, Trade Mark), Type C (Eudragit L 100-55, Trade Mark), Eudragit NE 30D, 
Eudragit E, Eudragit RL and Eudragit RS. Preferably the matrix contains between 0.5% and 60% by weight, 
15 particularly between 1% and 50% by weight of the acrylic resin. 

In the absence of polyalkylene glycol, the matrix preferably contains between 1% and 40%, especially be- 
tween 2% and 36% (by weight) of the aliphatic alcohol. When polyalkylene glycol is present in the oral dosage 
form, then the combined weight of the aliphatic alcohol and the polyalkylene glycol preferably constitutes be- 
tween 2% and 40%, especially between 2% and 36% (by wt) of the matrix. 
20 The polyalkylene glycol may be,, for example, polypropylene glycol or, which is preferred, polyethylene gly- 

col. The number average molecular weight of the at least one polyalkylene glycol is preferably between 200 
and 15000 especially between 400 and 12000. 

The medicament-containing controlled release matrix can readily be prepared by dispersing the active in- 
gredient in the controlled release system using conventional pharmaceutical techniques such as wet granula- 
25 tion, dry blending, dry granulation or coprecipitation. 

Controlled release spheroids may be prepared by spheronising the active ingredient together with a spher- 
onising agent such as microcrystalline cellulose, and applying a release controlling coating comprising, for ex- 
ample, ethyl cellulose or an acrylic resin. 

In order that the invention may be well understood the following Example is given by way of illustration - 
30 only. 

Example 

Sustained release tablets were made up containing, per tablet: 



Morphine sulphate BP 


30.0 mg 


Bisacodyl Ph.Eur. 


5.0 mg 


Lactose (anydrous) U.S.N.F. 


70.0 mg 


Hydroxyethylcellulose Ph.Eur. 


10.0 mg 


Purified water Ph.Eur. 


N.D. 


Cetostearyl alcohol Ph.Eur. 


35.0 mg 


Magnesium stearate Ph.Eur. 


2.0 mg 


Purifed talc Ph. Eur. 


3.0 mg 




155 mg 



When administered as a single dose, to healthy human volunters, no unwanted side effects from the lax- 
ative were noted. 

Claims 

1. A pharmaceutical composition for oral administration containing, as active ingredients. 
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2. 
3. 
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" — * — 1 - " ~ and „ laxat ». h ^ 

A composition as claimed in claim 1 substantially as hereinbefore described. 
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